ed that peripheral lymphocytes from patients with malignant disease showed specific changes in the 'structuredness of the cytoplasmic matrix' (SCM) after incubation with cancer basic protein (CaBP) . The structuredness (micro-viscosity) of the cytoplasm is measured by the "index of polarization" (P) of the light from fluorescein molecules stimulated to fluorescence by linearly polarized blue light while inside the test lymphocytes. Reaction with an antigen lowers the value of P. Lymphocytes from non-malignant donors react in a similar way when incubated with phytohaemagglutinin (PHA) but retain their normal unstimulated P when incubated with CaBP. The magnitude of the ratio P with CaBP/P with PHA is therefore less than unity for lymphocytes from malignant subjects, and greater than unity for non-malignant subjects. This ratio is designated "RRScM' and acts as an index of the presence or absence of malignant disease. By using antigens extracted from "pure" tumours, the response is claimed to be site-specific. Unlike the previously reported MEM response, the change in structuredness fades soon after removal of the tumour, thereby raising the important possibility of a sitespecific in vitro test which could be used for both detection and monitoring of cancer.
Experience with the macrophage electrophoretic mobility (MEM) test had shown that a successful technique for the detection of malignant disease must be consistently reproducible in a routine clinical laboratory, and free from subjective interpretation (Pritchard et al., 1973 (Pritchard et al., , 1976 . Ideally, the reproducibility of a proposed technique should be established before embarking on a definitive evaluation by means of a clinical trial. This paper reports our progress towards the limited goal of establishing a reproducible response from the SCM technique when applied to two particular groups, healthy controls and patients with histologically proved cancer. A much more extensive series with a wider range of subjects and antigens, measured blind with appropriately matched controls, would be needed to confirm the value of the test as a method for detecting and monitoring malignant disease under clinical conditions. In our early experiments the original protocol of Cercek et al. (1974) was followed closely, but we were unable to demonstrate a reproducible lymphocyte response to antigen. This was primarily due to inadequate sensitivity in the spectrophotometer. All later measurements used a more sensitive machine (Perkin-Elmer MPF 4). This produced a considerable improvement in the measurement of SCM changes in lymphocytes from non-malignant donors in response to PHA stimulation (Fig. 1 (Cercek and Cercek, 1975 76  73  31  78  62  54  75  71  79  73  35  23  18  23  36  56  41  30  47  55  22  27  28  39  54  27 57 27 is reasonable to consider some form of crossreactivity to the relatively crude antigen.
It has been suggested that the technical difficulties associated with the measurement of SCM are considerable. Our experience in the past month, following the successful introduction of a new untrained technician, suggests that once the parameters of the SCM technique have been established and carefully controlled, the test can be operated easily.
Although our most recent results summarized in the Table are encouraging, and provide a limited confirmation of the results reported by the Cerceks, we repeat that the value of the test in the detection and monitoring of malignant disease requires careful and extensive clinical assessment. It is important to improve antigen-extraction procedures, since antigen and PHA variability can markedly affect the results. At present a limiting factor is the number of samples that can be handled. As more antigens become available, with greater site specificity, and therefore requiring an increased range of tests against each blood sample, problems are likely to arise due to the low yield of "SCM-responding" lymphocytes.
APPENDIX
Peripheral lymphocytes were isolated from 10 ml aliquots of heparinized blood, collected in Searle LH/10 tubes. These were mixed with 0.1 g carbonyl iron (G.A.F., type S.F.) by rotation at 30 rev/min for 30 min at 37°C in a plane tilted 450 from vertical, with a mid-tube radius of 7 cm. After mixing, the containers stood at 37°C on a magnet for 10 min, to enhance sedimentation of iron particles. The blood, suitably mixed after sedimentation of iron, was equilibrated to the gradient temperature and carefully layered on to a modified Ficoll/Triosil gradient (Cercek and Cercek, 1977) . During the early experiments lymphocytes were separated by centrifugation at 550 g for 20 min (g calculated at interface) but later investigations showed that 1100 g for 20 min allowed a more reproducible separation of "SCM-responding" lymphocytes. During the separation the temperature was controlled to maintain the density at 1 081. Depending on the batch of gradient, this required a temperature in the range 19-25°C.
After separation it was quite common, especially at 1100 g, to see a faint 'double band' of lymphocytes. When this occurred only the top band was collected. In the absence of a "double band" only lymphocytes which "floated" as an indistinct layer above the gradient layer in the plasma area were collected. The lymphocytes were then washed twice by centrifugation with 0-9% saline, and once with complete PBS previously warmed to 37°C, before resuspension at a cell density not exceeding 5 x 106 cells/ml. Cells -were maintained at 37°C until required. The fluorescein diacetate (FDA) substrate was at first prepared by the method of Cercek et al. (1974) but in all later experiments a modified technique (Cercek and Cercek, 1977) was used, with acetic acid (Aristar Grade BDH) as the solvent for FDA instead of spectroscopic-grade acetone (Eastman-Kodak Ltd.). Osmolality and pH of the FDA substrate were carefully controlled at 0 330 Osm/kg and 7-4 respectively. In all other aspects of the technique (care of glassware, choice of polarizing filters and measurement of the SCM response) the methods recently described by Cercek and Cercek (1977) were closely adhered to.
